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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S. C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

I )£3 Responsive to communication(s) filed on 23 March 2004 . 
2a)S This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 22 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) KI Claim(s) 22 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

I I )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-1 52. 

Priority under 35 U.S.C. § 119 
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a)D All b)Q Some * c)D None of: 

1 .Q Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. Q Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Applicants' Amendment and Response, filed 3/23/04, has been entered. 
Claim 22 is pending and under current examination. 

Priority 

Applicants' Amendment to the specification with regard to the 
priority information has been entered. 

Claim Rejections ■ 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. 

The prior rejection of claim 22 under 35 U.S.C. 112, first paragraph, as 
failing to comply with the written description requirement is maintained for 
reasons of record. The claim(s) contains subject matter which was not described in 
the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. 

Vas-Cath Inc. v. Mahurkar 19USPQ2d 1111 (Fed. Cir. 1991), clearly states 
that, "[Alpplicant must convey with reasonable clarity to those skilled in the art 
that, as of the filing date sought, he or she was in possession of the invention. The 
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invention is, for purposes of the 'written description' inquiry, whatever is now 
claimed." Vas-Cath Inc. v. Mahurkar, 19USPQ2d at 1117. The specification does 
not, "clearly allow persons of ordinary skill in the art to recognize that [he or she] 
invented what is claimed." Vas-cath Inc. v. Mahurkar, 19USPQ2d at 1116. 

Applicants disagree with the prior rejection. Applicants argue that in order 
to identify the claimed inhibitors of PTP-1B, one of skill in the art would simply 
screen compounds against a preparation of PTP-1B. Applicants argue that this 
approach is well-known to those skilled in the art, and the specification clearly 
describes how this can be accomplished. Applicants further point to the prior Office 
action showing that the Examiner has acknowledged that those of skill in the art 
would be able to administer an inhibitor of the enzymatic activity of PTP-1B, thus 
the Examiner should be estopped from asserting that this is not within the skill of 
one in the art to do so. Because the Examiner has provided references in the 
obviousness rejection to show that one of skill could administer and routinely test 
for various inhibitors of PTP-1B, and these references predate the priority date of 
the instant invention, they should be taken to represent the skill in the art at the 
time of filing. See pp. 6-7 of Applicants' Response. 

Applicants point to general methodologies provided by the specification as 
evidence that that the entirety of the specification is directed to methods of 
identification of PTP-1B inhibitors, and therefore, argue that Applicants have 
explicitly taught how one of skill in the art could identify and use the inhibitors of 
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PTP-1B. This is not persuasive because although the specification teaches general 
methods of identifying inhibitors of the enzymatic activity of PTP-1B, it fails to 
provide teachings or guidance with regard to specific or particular inhibitors of PTP- 
1B such that it would indicate that Applicants had possession of the claimed 
invention. Thus, the claimed invention is not considered adequately described if the 
claims require essential or critical elements which are not adequately described by 
the specification. The skilled artisan could not envision the detailed chemical 
structure of an inhibitor of PTP-1B as encompassed by the claims, and therefore, 
conception is not achieved until reduction to practice has occurred. Adequate 
written description requires more than a mere statement that it is part of the 
invention and reference to a potential method of identifying it. See Fiers v. Revel, 
25 USPQ2d 1601, 1606 (Fed. Cir. 1993) and Amgen Inc. v. Chugai Pharmaceutical 
Co. Ltd., 18 USPQ2d 1016 (Fed. Cir. 1991). 

One cannot describe what one has not conceived. See Fiddes v. Baird, 30 
USPQ2d 1481, 1483. In Fiddes, claims directed to mammalian FGF's were found to 
be unpatentable due to lack of written description for that broad class. The 
specification provided only the bovine sequence. The instant claim requires an 
inhibitor but there is no description of inhibitors of PTP-1B, which would indicate 
possession by Applicant at the time of filing. 
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Therefore, as no inhibitors of the enzymatic activity of PTP-1B have been 
described, the claim does not meet the written description provision of 35 U.S.C. 
§112, first paragraph. 

Applicant is reminded that Vas-Cath makes clear that the written 
description provision of 35 U.S.C. §112 is severable from its enablement provision 
(see page 1115). 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. 

The prior rejection of claim 22 under 35 U.S.C. 112, first paragraph, as 
failing to comply with the enablement requirement is maintained for reasons of 
record. The claim(s) contains subject matter which was not described in the 
specification in such a way as to enable one skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and/or use the invention. 

Applicants argue that the present invention is enabled. Firstly, it discloses a 
live animal model demonstrating both the effectiveness and lack of side effects of 
disrupting the PTP-1B gene. Applicants argue that prior to the instant invention, it 
was not known that PTP-1B would be a good target for therapeutic intervention, 
and both the effectiveness and lack of side effects of disrupting the PTP'lB gene 
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were both surprising and unexpected; that one of skill in the art would know that 
all inhibitors of PTP-1B would produce the same effect. See p. 10, 2 nd If of the 
Response. 

This is not found to be persuasive. If Applicants argue that prior to the 
instant invention, it was not known that PTP-1B would be a good target and that 
the results of disrupting the PTP-1B gene were both surprising and unexpected, it 
is unclear how one of skill in the art would know that all inhibitors of PTP1B would 
produce the same effect, if those of skill in the art did not know that PTP-1B would 
be a good therapeutic target. Furthermore, if the results from disruption of PTP-1B 
gene were unexpected, it would not be expected that all inhibitors would produce 
the same effect, as claimed by Applicants. 

Applicants argue that as a result of this invention being published, many 
investigators began programs to discover new inhibitors using the approach 
described in the instant application and that these potential inventors would not 
have been more convinced if the instant application included a list of molecules that 
produced the same effect. Thus, Applicants argue that it was well within the skill 
level of one of skill in the art to identify such inhibitors. See pp. 10-11, bridging f . 

This is not persuasive. Firstly, the fact that other investigators began 
programs to discover new inhibitors using the described approaches does not 
provide evidence that the instant invention is enabled as claimed. Secondly, if 
Applicants have provided a list of molecules that produced the same effect, it would 
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be unclear why investigators would began more programs to discover new 
inhibitors. This argument fails to overcome the prior rejection with regard to the 
lack of teaching or guidance provided by the specification for a correlation between 
the administration of an identified inhibitor of PTP-1B to an obese mammal and the 
treatment of obesity in that mammal. 

The prior rejection states that the causes of obesity are multi-faceted, 
stemming from genetic and environmental factors, and therefore, the treatment of 
obesity is both complicated and unpredictable. Applicants point to §2107.03 which 
states that it is improper for Office personnel to request evidence of safety in the 
treatment of humans, or regarding the degree of effectiveness, and therefore, 
Applicants argue that the prior rejection is improper. See pp. 11-12 of the 
Response. 

This is not found to be persuasive. The rejection is maintained as proper. 
MPEP §2107.03 states in part that, "[W]hile an applicant may on occasion need to 
provide evidence to show that an invention will work as claimed, it is improper for 
Office personnel to request evidence of safety in the treatment of humans, or 
regarding the degree of effectiveness." The prior rejection does not request the 
evidence of safety in the treatment of humans, nor does it request information 
regarding the degree of effectiveness in the treatment of obesity. The prior rejection 
is directed to the fact that because the causes obesity are both genetic and 
environmental, treatment of obesity is complicated and unpredictable. For 
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example, Friedman and Holm [both cited in the prior Office action] teach that 
factors such as environment, society, and developmental factors all affect obesity. 
The specification teaches that the PTP-1B knockout mice of the invention, when fed 
a high fat, high carbohydrate diet are more insulin-sensitive, but obesity resistant. 
However, the specification does not teach that the administration of an inhibitor of 
the enzymatic activity of PTP-1B to an obese mammal would result in the 
treatment of obesity. 

Applicants further argue that the specification clearly shows that the 
knockout mouse of the instant invention has a "remarkably normal" phenotype, and 
thus, that this normal phenotype is evidence that an inhibitor is not likely to cause 
grievous harm and that the other actions of PTP-1B knockout or inhibition are 
either benign or serve to simply enhance the effectors on obesity or diabetes. See p. 
12, 2«d full If of the Response. 

This is not found persuasive. The knockout mouse of the instant invention is 
not analogous to the claims, which would require that an obese mammal provided 
with a PTP-1B inhibitor would result in physiological weight loss in the mammal 
occurs. The specification has no provides no teachings or guidance with regard to an 
inhibitor that, when used as claimed, would result in physiological weight loss in an 
obese mammal. The specification fails to provide a correlation between the "normal 
phenotype" observed by knockout mice, and the administration of inhibitors of PTP- 
1B to an obese mammal to treat obesity. 
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Applicants argue that there is no further experimentation that would be 
necessary to carry out the claimed invention. Applicants argue that the Examiner's 
argument it would not be predictable that the administration of any inhibitor of 
PTP-1B would be effective in treating an obese mammal because obesity is both 
genetic and environmental is not true because the instant application clearly shows 
that the knockout mice of the instant invention, when fed a high fat and 
carbohydrate diet are resistant to weight gain, an that this is an accepted model for 
predicting efficacy of drugs to treat obesity, the objections of the Examiner are no 
relevant. Further, Applicants argue that the mere fact that obesity if a multi- 
faceted disease should not be grounds of rejection the claim because many other 
diseases are multi-faceted, for example, hypertension, and that a patient can be 
treated with one or more anti-obesity drugs (including PTP-1B inhibitors). Thus, 
Applicants conclude that because the knockout mice of the instant invention show 
less weight gain when compared to wild-type mice fed the same high fat and 
carbohydrate diet clearly support that a human that is obese because of overeating 
would benefit from treatment with a PTP-1B inhibitor. See pp. 13-14 of the 
Response. 

This is not persuasive. The specification fails to provide sufficient teachings 
or guidance with regard to the administration of an inhibitor of PTP-1B to an obese 
mammal such that the inhibitor would result in the treatment of obesity, by 
physiological weight loss is achieved in the mammal. Applicants claim that the 
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knockout mice of the instant invention are considered an "accepted model" for 
predicting efficacy of drugs to treat obesity. The Examiner finds no support that the 
knockout mice of described in the instant specification are an art-accepted model for 
predicting the efficacy of obesity treatments. Applicants are invited to point to page 
and line number to support that the knockout mice of the instant invention are 
considered an art-accepted model for any or all obesity treatments, as broadly 
stated in Applicants' Response. Note further that the claims as amended are not 
enabled because the specification fails to provide sufficient teachings as to how 
much inhibition of the regulation of the insulin receptor in the obese mammal 
would be sufficient to result in the phenotype of physiological weight loss in the 
mammal, as required. The specification fails to provide guidance or teachings as to 
the amount of inhibitor, or the amount of inhibition that would be required to 
produce the claimed results. The working example, directed to a PTP-1B knockout 
mouse, fails to produce any PTP-1B and thus would not be a model for any 
inhibition of PTP1B studies. 

As stated above and in the prior Office action, obesity is not caused by one 
particular factor, however, the claims are directed to the administration of an 
inhibitor of PTP-1B for the treatment of obesity, in all forms. Applicants' 
arguments that a patient could be treated with more than one anti-obesity drug, 
including PTP-1B inhibitors, is not found to be within the scope of the claim, as the 
claim is directed to the identification of an inhibitor of PTP-1B and the 
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administration of that particular inhibitor to treat obesity. It is reiterated that the 
knockout mice of the instant invention are not analogous to the claims because the 
claims require that the animal to be treated be obese, not resistant to weight gain. 
Further, the claims require that the inhibitor be administered to the obese mammal 
which would result in the treatment of obesity. The working examples and 
guidance provided by the specification fail to provide sufficient support to show that 
the administration of any inhibitor of PTP-1B to an obese mammal would indeed 
result in weight loss in the mammal. Further, as stated above in the prior Office 
action, because obesity is not directly linked to one particular factor, it would not be 
predictable that the administration of an inhibitor of PTP-1B would be sufficient to 
treat obesity, as required by the claims. 

Accordingly, in view of the specification's lack of teachings, guidance, or 
working examples with regard to the treatment of an obese mammal by 
administration of an inhibitor of PTP1B, the specification's lack of correlation 
between administration of an inhibitor of PTP-1B and the treatment of obesity in a 
mammal, the state of the art, which teaches that obesity is caused by multiple 
factors, and that treatment of obesity requires consideration of both environmental 
and genetic factors, it would have required undue experimentation for one of skill in 
the art to use the claimed invention. 



Claim Rejections - 35 USC § 112 
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The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 22 is unclear. The claim recites that the administration of the 
inhibitor results in the "physiological" weight loss in the mammal. It is unclear 
what other type of weight loss could occur, because physiological refers to matter 
such as cells, organs, etc. Clarification and/or amendment to the claim is required. 



Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as 
set forth in section 102 of this title, if the differences between the subject matter sought to be 
patented and the prior art are such that the subject matter as a whole would have been obvious at 
the time the invention was made to a person having ordinary skill in the art to which said subject 
matter pertains. Patentability shall not be negatived by the manner in which the invention was 
made. 

This application currently names joint inventors. In considering 
patentability of the claims under 35 U.S.C. 103(a), the examiner presumes that the 
subject matter of the various claims was commonly owned at the time any 
inventions covered therein were made absent any evidence to the contrary. 
Applicant is advised of the obligation under 37 CFR 1.56 to point out the inventor 
and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 
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U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 
U.S.C. 103(a). 

Claim 22 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Ahmad et al y [J. Clin. Invest., 100(2):449~458 (1997)] when taken with Puius et al 
[PNAS, 94:13420-13425 (1997)]. 

Applicants disagree with the prior rejection. Applicants point out that the 
priority date of the present invention is July 24, 1998 and the publication date of 
the Puius reference is December 1997, or less than one year prior to the priority 
date of the present invention and that it is an improper reference under 35 U.S.C. 
§103(a). See p. 17, 1 st full 1 of Applicants' Response. 

The Examiner disagrees. 35 U.S.C. §103 (a) states that, "A patent may not 
be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title ... " (Emphasis added). The Puius reference is 
considered a 102(a) reference (that the invention was known or used by others in 
this country, or patented or described in a printed publication in this or a foreign 
country, before the invention thereof by the applicant for patent) for priority 
purposes. Thus, the Puius reference fulfills the 103(a) requirement because it is 
considered a 102(a) reference. 

Applicants argue that the Examiner has not established a prima facie case of 
obviousness. Firstly, Applicants argue that the instant specification teaches that an 
inhibitor of PTP1B is an effective drug for treating obesity and neither of the prior 
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art references, alone or combined, teach that PTP1B would be a good target for any 
specific therapeutic intervention, and certainly not in the treatment of obesity. 
Applicants argue that Ahmad teaches in vitro muscle biopsy studies exploring 
changes in PTPase in skeletal muscles, and that contrary to the Examiner's 
suggestion that obese human subjects have increased PTPase activity in their 
adipose tissue that can dephosphorylate and inactivate the insulin receptor kinase, 
Applicants argue that Ahmad actually teaches that the two groups of obese subjects 
showed differing results related to the PTPase activity as compared to lean controls. 
Therefore, Applicants argue that this study cannot possibly be construed to suggest 
that inhibiting enzymatic activity of PTP-1B in an obese animal will result in 
physiological weight loss. Applicants further argue that Puius is an improper prior 
art reference, but even if Puius were deemed proper, it does not teach or suggest 
that inhibiting PTP-1B would effect a reduction in weight nor that inhibiting PTP- 
1B would safely result in physiological weight loss in an obsess mammal. See pp. 
17-19 of Applicants' Response. 

Applicants' arguments are not found to be persuasive. Ahmad teaches that 
obese human subjects have increased PTPase activity (including PTP-1B) in their 
adipose activity, and that in obese non-diabetic subjects PTP-1B activity was 
increased in the muscle cytosol. It is acknowledged that Ahmad teaches two groups 
of obese individuals, as asserted by Applicants. However, the claims, as broadly 
written, are directed to methods of treating obesity, which could encompass both of 
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the obese groups described by Ahmad; however, it would be clear to one of skill in 
the art that the methods claimed by Applicant would only apply to a group of obese 
individuals which would require the inhibition of PTP-1B. Ahmad has provided a 
correlation between an increase of PTP-1B and the non-diabetic obese subjects. One 
of skill in the art would only be motivated to treat those individuals with an 
inhibitor of PTP-1B who showed an increase in PTP-1B activity; further, one of skill 
in the art would know that the pathologies of non-diabetic obesity and obesity 
associated with NIDMM are different and well-characterized. It is further 
maintained that Puius is a proper rejection for reasons stated previously, and that 
Puius provides sufficient motivation for the inhibition of PTPases, and particularly 
PTP-1B because of the role of PTP-1B in insulin-stimulated pathways, as taught by 
both Ahmad and Puius. 

Accordingly, in view of the combined teachings, it would have been obvious 
for one of skill in the art to administer an inhibitor of the enzymatic activity of PTP- 
1B to an obese mammal to treat obesity, with a reasonable expectation of success. 
One of skill in the art would have been motivated to attempt such methods because 
of the correlation between increased PTP-1B activity and obesity in particular 
individuals, as supported by Ahmad. See above and prior Office action. 

Thus, the claimed invention, as a whole, is clearly prima facie obvious in the 
absence of evidence to the contrary. 
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Conclusion 



No claim is allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of 
time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire 
THREE MONTHS from the mailing date of this action. In the event a first reply is 
filed within TWO MONTHS of the mailing date of this final action and the advisory 
action is not mailed until after the end of the THREE-MONTH shortened statutory 
period, then the shortened statutory period will expire on the date the advisory 
action is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be 
calculated from the mailing date of the advisory action. In no event, however, will 
the statutory period for reply expire later than SIX MONTHS from the mailing date 
of this final action. 

Any inquiry concerning this communication or earlier communications from the 
Examiner should be directed to Thaian N. Ton whose telephone number is (571) 
272-0736. The Examiner can normally be reached on Monday through Friday from 
8 : 00 to 5:00 (Eastern Standard Time), with alternating Fridays off. Should the 
Examiner be unavailable, inquiries should be directed to Amy Nelson, Acting SPE 
of Art Unit 1632, at (571) 272-0804. Papers related to this application may be 
submitted to Group 1600 by facsimile transmission. Papers should be faxed to 
Group 1600 via the PTO Fax Center located in Crystal Mall 1. The faxing of such 
papers must conform with the notice published in the Official Gazette, 1096 OG 30 
(November 15, 1989). The CM1 Fax Center number is (703) 872-9306. 
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Patent Examiner 
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